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AB This invention relates to a highly efficient artificial low-d. 
lipoprotein (LDL) carrier system for the targeted delivery 
therapeutic agents across the blood-brain barrier (BBB) . In particular, 
this invention relates to artificial LDL particles comprised of three 
lipid elements: phosphatidyl choline, f atty-acyl-cholesterol esters, and 
at least one apolipoprotein. The present invention further 
relates to compns., methods and kits comprising artificial LDL particles 
for targeting drugs to and across the BBB for the prevention and treatment 
of brain diseases. 

IC ICM A61K009-127 

ICS A61K031-704; A61K047-42; A61K047-28 

CC 63-5 (Pharmaceuticals) 

ST brain delivery LDL carrier apolipoprotein 
IT Apolipoproteins 

RL: PEP (Physical, engineering or chemical process); PYP (Physical 
process); THU (Therapeutic use) ; BIOL (Biological study); PROC (Process); 
USES (Uses) 

(B; low-d. lipoprotein carriers for transport of substances 
across blood-brain barrier) 
IT Apolipoproteins 

RL: PEP (Physical, engineering or chemical process); PYP (Physical 
process) ; THU (Therapeutic use) ; BIOL (Biological study) ; PROC (Process) ; 
USES (Uses) 

(E3; low-d. lipoprotein carriers for transport of substances 
across blood-brain barrier) 
IT Apolipoproteins 

RL: PEP (Physical, engineering or chemical process); PYP (Physical 
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process) ; THU (Therapeutic use) ; BIOL (Biological study) ; PROC (Process) ; 
USES (Uses) 

(E4; low-d. lipoprotein carriers for transport of substances 

across blood-brain barrier) 
IT Apolipoproteins 

RL: PEP (Physical, engineering or chemical process) ; PUR (Purification or 
recovery) ; PYP (Physical process) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; PROC (Process) ; USES (Uses) 

(E; low-d. lipoprotein carriers for transport of substances 

across blood-brain barrier) 
IT Drug delivery systems 

(carriers; low-d. lipoprotein carriers for transport of 

substances across blood-brain barrier) 
IT Drug delivery systems 

(liposomes; low-d. lipoprotein carriers for transport of 

substances across blood-brain barrier) 
IT Antibiotics 

Antitumor agents 
Antiviral agents 
Blood-brain barrier 
Brain 
Fungicides 
Particle size 
Stability 
Transcytosis 

(low-d. lipoprotein carriers for transport .of substances 
across blood-brain barrier) 
IT Amino acids, biological studies 
Antibodies and Immunoglobulins 
Carbohydrates, biological studies 
Enzymes, biological studies 
Growth factors, animal 
Lipids, biological studies 
Neurotransmitters 
Neurotrophic factors 
Peptides, biological studies 
Phosphatidylcholines, biological studies 
Proteins 

RL: PEP (Physical, engineering or chemical process); PYP (Physical 
process) ; THU (Therapeutic use) ; BIOL (Biological study) ; PROC (Process) ; 
USES (Uses) 

(low-d. lipoprotein carriers for transport of substances 
across blood-brain barrier) 
IT Lipoproteins 

RL: PEP (Physical, engineering or chemical process); PYP (Physical 
process) ; THU (Therapeutic use) ; BIOL (Biological study) ; PROC (Process) ; 
USES (Uses) 

(low-d.; low-d. lipoprotein carriers for transport of 
substances across blood-brain barrier) 
IT Neurohormones 

RL: PEP (Physical, engineering or chemical process) ; PYP (Physical 
process); THU (Therapeutic use); BIOL (Biological study); PROC (Process); 
USES (Uses) 

(neuromodulators; low-d. lipoprotein carriers for transport 

of substances across blood-brain barrier) 
IT 701261-26-9P 701261-27-OP 

RL: PEP (Physical, engineering or chemical process) ; PYP (Physical 
process) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study); PREP (Preparation); PROC (Process); USES (Uses) 

(low-d. lipoprotein carriers for transport of substances 
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across blood-brain barrier) 
IT 303-43-5, Cholesteryl oleate 

RL: PEP (Physical, engineering or chemical process); PYP (Physical 
process) ; THU (Therapeutic use) ; BIOL (Biological study) ; PROC (Process) ; n 
USES (Uses) 

(low-d. lipoprotein carriers for transport of substances 

across blood-brain barrier) 
IT 57-88-5, Cholesterol, reactions 60-54-8, Tetracycline 85-44-9, 
Phthalic anhydride 771-61-9, Pentaf luorophenol 1249-81-6, 
ThioCholesterol 25316-40-9, Adriamycin 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(low-d. lipoprotein carriers for transport of substances 

across blood-brain barrier) 
IT 24951-79-9P, Cholesterol phthalate 701261-24-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(low-d. lipoprotein carriers for transport of substances 

across blood-brain barrier) 
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=> d his ful 

FILE ! HCAPLUS' ENTERED AT 17:16:40 ON 13 JAN 2005 
LI 29816 SEA ABB = ON ? APOL I PO PROTE IN? OR ?APOE? 

L2 1399 SEA ABB=ON LI AND ( ?DRUG? (W) 7DELIVER? OR ? CARRIER? ) 

FILE 'REGISTRY' ENTERED AT 17:17:56 ON 13 JAN 2005 
E PHOSPHATIDYLCHOLINE/ CN 

FILE 'HCAPLUS' ENTERED AT 17:18:13 ON 13 JAN 2 005 
L3 197 SEA ABB=ON L2 AND ( ?PHOSPHATIDYLCHOLIN? OR ? PHOSPHOLIPID? ) 

L4 3 SEA ABB=ON L3 AND 7LIPID? (W) ?CORE? 



L5 



FILE 'REGISTRY' ENTERED AT 17:18:57 ON 13 JAN 2005 
E CHOLESTEROL/CN 
1 SEA ABB = ON CHOLESTEROL/ CN 



FILE ' HCAPLUS 1 ENTERED AT 17:19:08 ON 13 JAN 2005 



L6 
L7 

L8 

L9 

L10 

Lll 

L12 

L13 



14 3 SEA ABB=ON 

77 SEA ABB=ON 
7THERAP?) 

0 SEA ABB=ON 

76 SEA ABB = ON 

25 SEA ABB = ON 

76 SEA ABB = ON 

67 SEA ABB = ON 

2 3 SEA ABB = ON 



L3 AND (L5 OR ? CHOLESTEROL? ) 

L6 AND (?DRUG? OR 7PHARM? OR ?ANTIBIOTIC? OR 

L7 AND ?ESTER? (W) ?BOND? 
L7 AND 7ESTER? 
L9 AND LDL 
L9 OR L10 

Lll AND (PRD<20021203 OR PD<200212Q 
L12 AND LDL (U^i >f***»l CA 



L14 
L15 



FILE 'MEDLINE, BIOSIS, EMBASE, JAPIO, JICST-EPLUS ' ENTERED AT 17:21:45 ON 
13 JAN 2005 

9 SEA ABB=ON L13 

9 DUP REMOV L14 (0 DUPLICATES REMOVED) 
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